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I. This opinion contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 43£u.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 
Certain defects in the international application 
Certain observations on the international, application 

2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will be considered to be a written opinion of the 
toternatmnal Prehrmnary Examining Authority ("IPEA") except that this does not apply where the applicant chooses an 
AuUionty other than this one to be the IPEA and the chosen IPEA has notified the International Bureau under Rule 66.1**0) 
that written opinions of this International Searching Authority will not be so considered 

£S? ° P ^ U iS * f ab ,° ve ' considered to be a written opinion of the IPEA, the applicant is invited to submit to the 

Z^L^^S^ ? gt u?' W ^ erC ""PI* amendme *k, before the expiration of 3 months from the date of mailing 
of Form PCT/IS A/220 or before the expiration of 22 months from the priority date, whichever expires later. 
For further options, see Form PCT/ISA/220. 

3. For further details, see notes to Form PCT/ISA/220. 
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Box No. I Basis of this opinion 



1. With regard to the language, this opinion has been established on the basis of: 
Kl the international application in the language in which it was filed 

a. type of material 

□ 

a sequence listing 

table(s) related to the sequence listing 

b. format of material 

on paper 

in electronic form 

c. time of filing/furnishing 

contained in the international application as filed. 
□ filed together with the international application in electronic form, 
furnished subsequently to this Authority for the purposes of search. 

3. □ In addition in the case that more than one version or copy of a sequence listing and/or table(s) relating thereto has been filed 

or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 

4. Additional comments: 
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Box No. V Reasoned statement under Rule 43 to.l(a)(i) with regard to novelty, Inventive step or industrial 
applicability; citations and explanations supporting such statement 


1. Statement 








Novelty (N) 


Claims 1-4.34-36 




YES 




Claims NONE 




NO 


Inventive step (IS) 


Claims 1-4.34-36 




YES 




Claims NONE 




NO 


Industrial applicability (IA) 


Claims 1-4.34-36 




YES 




Claims NONE 




NO 



2. Citations and explanations: 



(2003). aaimS M ' 34-36 ' aCk a " inVendVe Step UndCT PCT ArMc,e 33(3) 38 beins obvious over Fire et aI and Oberdoerffer et al. 

At the time of filing the use of double stranded RNA or RNAi for affecting gene expression were well known, and used a, » 
specific tool », research for gene discovery and establishing the function of a gene in a cell « org amsnTSe et 7? Ffre eUl 
prov.de detailed guidance for making ami using expression constructs for the use of RNA inhibition in ZS»rfkLt 
"ZZZ: ^AfT ? 3l - W be used in a whole organism, it does not provide Sta SSS mis 

A?thTS™ SSS * ° ft T gCni< ; animaI 1111x16,5 were ■*» ^ of making such S we fairly 
well established. At the time of filing Oberdoerffer et al. teach a Cre/Lox expression construct for the use in transaenic mice for the 

^f™^ 0 " ° f B 8enC °, f imereSt 11,6 SyS,em a "° WS for 0,6 o" or off ^ a ge^duS TSpTem s well 

e ^ ^wSsvilirof " abS,raCt ^ i"* 0 " 1 * « have been obvious to usefhe systeSfl^by 

UoerdoerfTer et al. with the system of Fire et al. for genes that were embryonic lethal or for genes that were known to be dis-reaulated in 
a tissue or age dependent manner, in order to establish transgenic mouse models of known diseases. ^ 
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International application No. 
PCT/US05/03104 



Stress^* 

At the time of filing methods for the generation of transgenic animals were known, however the resulting phenotyne was often 
predictable Moreover, the use of novel transgenic constructs combined with the specfic design ofS ™ c Jwhjle 
.straightforward, would require detailed guidance depending on the particular gene of interest t£ nrasentl LSSSS^ fw, 
invent™ that « based on two elements that were Z novel in the prior art EStoSLtoSdel 
charactenzauon for the use in specific models, including the breadm to any animal and targeungany g»t 



Form PCT/BA/237 (Box No. Vm) (April 2005) 



